According to the WHO-EORTC classification, plasmacytoid DC (pDC) leukemia/lymphoma represents a discrete entity with characteristic biological and clinical features. [1] [2] Despite high response rates with intensified induction therapy, relapse is frequent, allo-SCT increases the chance of long-term survival.
A 57-year-old male presented with a 10-day history of pyrexia, malaise and multiple tender red-purple skin nodules over the head and trunk. He had mild painless hepatomegaly and pancytopenia. BM showed 85% agranular blasts with the following immunophenotype:
À . Biopsy of a skin lesion revealed infiltration of the deep dermis and skin appendices by immature cells with an identical immunophenotype. Cytogenetic analysis showed trisomy 21q22 and del13q14. The diagnosis of pDCL was made. Hyper-C-VAD chemotherapy regimen resulted in prompt hematologic, immunophenotypic and cytogenetic CR. To consolidate the remission, he underwent reduced-intensity allo-SCT from his brother with fludarabine 150 mg/m 2 , BU 8 mg/kg and ATG 10 mg/kg. The blood cell graft had 2.4 Â 10 6 /kg CD34 þ cells. CYA and mycophenolate mofetil were administered as GVHD prophylaxis. Full donor-type chimerism was documented early after allo-SCT. Four months later he developed de novo extensive chronic GVHD which was refractory to immunosuppression. Twenty-six months post-allo-SCT, while on immunosuppression, he developed a cutaneous nodule on his back reminiscent of the lesions at presentation. Marrow showed 70% infiltration of blast cells. Skin biopsy showed infiltration with malignant cells (Figure 1 ). Immunosuppression was withdrawn and subcutaneous. IL-2 and IFN-a were administered on an alternate day scheme to evoke GVL effect. No response was seen. He then received two donor leukocyte infusions (DLI) consisting of 1 Â 10 7 /kg and 4.9 Â 10 7 /kg CD3 þ cells 20 days apart, in addition to the cytokines. One month later, he attained CR with full donor-type chimerism. IL-2 and IFN-a were continued for 4 months, the treatment was then discontinued because of lack of compliance. /kg CD3 þ cells, respectively, and the skin lesions were irradiated. CR with full donor-type chimerism was attained once again, and has been maintained for more than 7 months now with repeated DLIs every 2 months and IL-2/IFN-a administration every alternate day.
Reimer et al. 4 reported that allo-SCT resulted in lower relapse rate compared with autotransplantation, but this benefit was offset by the high mortality rate of the allo-SCT procedure. A reduced-intensity allograft represents a safe and effective approach for patients not eligible for myeloablative conditioning, but its success is dependent upon GVL.
Our patient attained CR lasting over 2 years after a reduced-intensity allo-SCT, but the heavy, prolonged immunosuppressive therapy probably predisposed to recurrence. However, the clinical course of the disease after relapse provides evidence for powerful donor T-cell alloreactivity against the malignant cells. A retrospective study of EBMT evaluated the outcome of DLIs for relapse management following allo-SCT. Blast counts o35% and the achievement of hematological CR before DLI administration emerged as favorable factors for response. 5 Our patient relapsed twice after allo-SCT with high tumor burden and responded promptly to DLIs plus immunotherapy without receiving any previous chemotherapy. This may be related to the particular biological properties of malignant pDC cells, which make them more efficient Ag presenters compared with other leukemic cells. Chaperot et al. 6, 7 showed that pDC blasts have a spontaneous capacity to stimulate naive allogeneic T-lymphocytes, and induce a powerful T-cell proliferation upon IL-3 exposure.
Furthermore, Hanabuchi et al. 8 reported that the addition of IL-2 and IFN-a in human pDCs enhances NK cytotoxicity through the GITR (glucocorticoid-induced TNF receptor) ligand, which is preferentially expressed in activated pDCs. Finally, Naranjo-Gomez et al. 9 showed that exogenous IL-2 increases the activation of human pDCs. We postulate that the addition of IL-2 and IFN-a to the DLIs resulted in a strong GVL effect in our case by enhancing T-and NK-alloreactivity, and activating pDC blasts and augmenting their Ag-presenting properties.
